Chronic venous disease (CVD) is widespread, underdiagnosed, and can progress to chronic venous insufficiency and venous ulcers, which can require extensive treatment and hospitalization. These conditions negatively impact patient quality of life and place substantial burdens on healthcare resources. The two main risk factors for CVD are age and obesity. Thus, with the growing prevalence of obesity and the increasing longevity of the population, the burden of CVD is expected to increase dramatically in the coming decades. Appropriate lifestyle changes and care, which may include treatment with venoactive drugs, can slow disease progression, improve quality of life, and are likely to reduce healthcare costs. Physicians should be aware of this growing problem and of the effective treatments available for CVD. We recommend the accompanying short summaries from a symposium held at the recent European Venous Forum as a means for our colleagues to learn more about the burden and suffering associated with CVD. Funding: Servier.
Poor venous circulation in the legs is the source of many common health complaints worldwide. The early symptoms of chronic venous disease (CVD), including leg pain, swelling, and feelings of leg heaviness, can be continuous or can appear or increase in severity toward the end of the day. Patients often seek initial treatment for symptoms that present with or without varicose veins or for cosmetic treatment of asymptomatic varicose veins. As the disease worsens or spreads to other leg areas, patients may develop chronic edema, skin hardening and darkening, and venous ulcers. Increasing age and excess body mass are the main risk factors for CVD. The global burden of CVD care and treatment is already enormous, consuming approximately 2% of national healthcare budgets, and will continue to increase as the population of older adults grows and the prevalence of obesity rises [1] [2] [3] [4] . In the UK alone, the proportion of adults over the age of 85 is projected to double to 4.5% in the next 25 years [5] . Evidence for the increasing healthcare burden can also be seen in varicose vein incidence rates of 4-5% over 2 years [6] , disease progression rates of 4% [7] [8] [9] , and in statistics for varicose vein procedures, which have been projected to increase by 60% between 2013 and 2021 [10] . Even in patients who have had their varicose veins removed, many patients experience clinical recurrence and disease progression in previously unaffected veins [11, 12] . To make matters worse, CVD patients are at risk of receiving inappropriate treatment because the general practitioners responsible for treating them may not recognize venous disorders or their seriousness, or may not refer them to vein specialists [3] . The key message here is that the numbers of CVD patients stand to increase substantially in the coming years and decades.
To prevent disease progression and limit the coming healthcare burden as much as possible, patients need early and appropriate treatment and lifestyle counseling, if necessary, to reduce excess body mass and attain healthy exercise habits. For this to happen consistently, physicians need to recognize the symptoms and signs of early stage CVD, understand the consequences of inadequate treatment and disease progression, and either become aware of the most effective treatment strategies available or refer their patients to specialists who can manage the disease effectively.
While only prevention strategies can stem the growing tide of new CVD patients, appropriate management of patients with early stage venous disease could help limit the number of patients who progress to severe CVD and develop venous ulcers, the care of which represents a major proportion of the CVD healthcare burden. CVD progression and the signs and symptoms of CVD are all due to a vicious cycle of venous hypertension and inflammation. Chronic hypertension leads to vein wall distension and endothelium disturbances that precipitate the adherence and activation of leukocytes that initiate an inflammatory cascade. Chronic inflammation, in turn, leads to additional changes at the vein wall and at venous valves, which contribute to worsening venous hypertension, blood pooling, and varicose vein development. Inflammation also leads to pathological changes in the microcirculation, where excess permeability and red blood cell infiltration lead to edema, tissue damage, and venous ulcers.
All CVD patients are prone to disease progression, though the rate and extent of progression depend on patient risk factors. In the Bonn Vein Study, 32% of patients with early stage disease (C2) and reflux in the greater saphenous vein progressed to a higher CEAP class within 6 years [13] . In the Edinburgh Vein Study, 57.8% of CVD patients had progressed to a higher CEAP class or developed new varicose veins after a mean follow-up period of 13.4 years, with an annual progression rate of 5% [7] . Clearly, disease progression will contribute to the growing burdens of CVD on healthcare expenditures and on patient QoL. More studies are needed to identify the risk factors for progression to venous ulcers and to define the patients who can benefit from early vein interventions.
Conservative interventional treatments that reduce venous hypertension and inhibit the inflammatory cascade can alleviate symptoms and improve QoL [14] . In general, weight control and regular exercise should be recommended for all CVD patients to slow disease progression. Compression therapy, where applicable, is often the first treatment option for patients with varicose veins and can improve symptoms. However, compression therapy has not been shown to slow progression or prevent the recurrence of varicose veins [15] . Further, patient compliance can be low because the stockings can be uncomfortable. Thus, compression therapy alone is likely to be insufficient for most patients.
On the other hand, therapies with venoactive drugs provide promising and likely cost-effective alternative treatment options, because a number of these drugs have been demonstrated to improve the signs and symptoms of CVD and to slow progression [14] . Of these, micronized purified flavonoid fraction (MPFF/Daflon Ò ) is perhaps the most well-studied example. In animal models of venous hypertension, MPFF administration prevents leukocyte adhesion and rolling in hypertonic veins, and prevents pathological changes in the microvasculature [16] . In CVD patients, MPFF treatment steadily and significantly reduced leg pain over a period of 8 weeks [17] , and improved leg discomfort and heaviness [18] . Importantly, MPFF also significantly improved QoL as assessed by the validated CIVIQ-20 test [18] . For these and other positive results obtained from randomized clinical trials, MPFF received grade A ratings in the latest EVF, International Union of Angiology (IUA), and International Union of Phlebology (UIP) guidelines for efficacy in improving signs, symptoms, and QoL due to CVD [14] . In addition, MPFF and other venoactive drugs should be very cost-effective because for most signs and symptoms less than five patients need to be treated to observe significant improvement in at least one patient [14] .
From the study results presented at this symposium, it is clear that CVD will continue to impose huge and growing burdens on the people it afflicts and on healthcare systems worldwide. This problem needs urgent attention by the medical community to prevent unnecessary suffering and healthcare expenditure. Effective treatments are available and likely to be very cost-effective, but more studies are needed to confirm their cost-effectiveness and to provide the rationale for patient reimbursement. We urge our colleagues to consider the accompanying summaries as starting points to improve their understanding of the scope of CVD and the treatment strategies available.
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